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The present invention relates to a method for predicting whether or not transplant recipients are likely to reject tissue allografts. It is 
based, at least in part, on the discovery that, based on analysis of three immunologic factors, cardiac transplant recipients could be classified 
into risk categories for progression to high-grade rejection. The present invention, by enabling a deternination of the risk for high-risk 
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cited to establish the publication date of another citation or other 
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"0" document referring to an oral disclosure, use. exhibition or other 

meant 

*P* document published prior to the international filing date but later than 

^^^^^ the priority date claimed 



"T* ' later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
die principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 

considered to involve an inventive step when the document is 

combined with one or more other such documents, such combination 
being obvious to a person skilled in the an 

'&.' document member of the same patent family 
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(transplant? or allograft? or graft?X3a)reject? and HLA(w)DR# and IGG 

BOX II. OBSERVATIONS WHERE UNITY OF INVENTION WAS LACKING 
This ISA found multiple inventions as follows: 

This application contains the following inventions or groups of inventions which are not so linked as to form a single 
inventive concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees 
must be paid. 

Group I, claim (s) 1-7 and 19, drawn to assessing the risk of transplantation rejection via detection of activated T-cells 
and IgG anti HLA Class II antibodies. 

Group II, claim (s) 8-9 and 13-16, drawn to kits containing solid phase HLA Class II antigens and reagent for detecting 



Group III, claim(s) 10-11. drawn to kits containing complement and a denaturing agent 
Group IV, claim 12. drawn to kits containing cells and labeled anti -IgG. 

Group V, claims 17-18, drawn to methods of detecting and comparing anti-HLA antibody reactivity against B -eel Is 
versus T-cells. 

The inventions listed as Groups 1-V do not relate to a single inventive concept under PCT Rule 13.1 because, under PCT 
Rule 13.2, they lack the same or corresponding special technical features for the following reasons: 

The testing methods of Groups I and V involve different steps (e.g. only Group II requires the determining of the ratio 
of anti-HLA reactivity to B -eel Is versus T-cells), involve use of different reagents (e.g. only Group II requires the use of 
DTT), and can be conducted in different patients (e.g. the method of Group II can be conducted upon patients other than 
transplant patients, for example, multiply transfused patients or mu Iti parous women). These methods therefore do not 
have the same special technical feature to provide for unity of invention. 

The components of the kits of Groups II-IV bear no clear relationship to the methods of Groups I and II. and thus do not 
provide for a single inventive concept. For example, the kits of Groups 11 and IV require the provision of a means for 
detecting IgG antibody or a labeled anti-IgG antibody, but the use of such a reagent is not recited in the methods of 
Groups I or V. The kit of Group ill requires providing complement and a denaturing agent; the method of Group I does 
not require the use of a denaturing agent, and the method of Group V does not require the use of complement. 
Furthermore, even if it were considered that there is a nexus between the kits of Groups II-IV and each of the methods 
of Groups I and V, it is to be noted that if multiple products, processes of manufacture, or uses are claimed, the first 
invention of the category first mentioned in the claims of the application and the first recited invention of each of the 
other categories related thereto will be considered as the main invention of the claims (PCT article 17(3Xa)). Therefore, 
at most, applicant could only consider the first recited method and first recited kit as constituting the main invention. 

Furthermore the kits of Groups U-IV would have uses in methods other than those of Groups I and V. For example, 
they could be used in HLA typing to determine HLA autoimmune disease associations. The kit of Group HI could be 
used to conduct a complement fixation assay or a Jerne plaque assay. In any case, the components of the kits of Groups 
II-IV are all old and known for use in HLA typing, in complement fixation assays, and in Jerne plaque assays. The kits 
do not therefore constitute a contribution by applicant over the prior art and thus cannot be considered as involving an 
inventive concept under PCT Rule 13.1. 
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smitted ta^the apj 
I of ^HT sheets. 



This REPORT consists of a total 

□ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority, 
(see Rule 70.16 and Section 607 oL^Adrnimstrauve Instructions under the PCT). 

These annexes consist of a total of ^ — ^ sheets. 



3. This report contains indications relating to the following items: 

I Basis of the report 

II Q Priority 

III Qc] Non-establishment of report with regard to novelty, inventive step or industrial applicability 

IV | | Lack of unity of invention 

V Fx] Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
*~* citations and explanations supporting such statement 

VI | | Certain documents cited 

VII | | Certain defects in the international application 
VTQ | | Certain observations on the international application 
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1. This report has been drawn on the basis of Qutstta&sheeis *hkh have been JM 

under Artide 14are r^erred to in this repcri as 'originally fled* and are not annexed to report sinoe Aey do na oontm 

| xl the international application as originally filed. 

fx] the description, pages 1-42 , as originally filed. 



pages NONE 



pages NONE 
pages 



, filed with the demand. 
, filed with the letter of . 
, filed with the letter of . 



| x| the claims, 



1-19 



Nos. _ 
Nos. NONE 
Nos. NONE 
Nos. NONE 
Nos. 



, as originally filed. 

, as amended under Article 19. 

, filed with the demand. 

, filed with the letter of 

, filed with the letter of 



the drawings, sheets/fig 1-8 



sheets/fig NONE 



sheets/fig NONE 
sheets/fig 



, as originally filed. 
, filed with the demand. 
, filed with the letter of . 
, filed with the letter of . 



2. The amendments have resulted in the cancellation of: 

| x| the description, pages NONE 

| x{ the claims, Nos. 



NONE 



[ x | the drawings, sheets/fig NONE 



3. I — I This report has been established as if (some of) the amendments had not been made, since they have been considered 
' — ' to go beyond the disclosure as filed, as indicated in the Supplomont al-Bex Additional observations below (Rule 70.2(c)). 



> go beyond the 

4. Additional observations, if necessary: 
NONE 
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m. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The question whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), or to be 
industrially applicable have not been and will not be examined in respect of: 

| | the entire international application. 

fx] claims Nos. 8-18 

because: 

□ the said international application, or the said claim Nos. _ relate to the following subject matter which 
, does not require international preliminary examination (specify). 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. _ are so unclear 
that no meaningful opinion could be formed (specify). 
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□ the claims, or said claims Nos. _ are so inadequately supported by the description that no meaningful 
opinion could be formed. 

no international search report has been established for said claims Nos. 8-18. 
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Claims 
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X CO 
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Inventive Step (IS) Claims 

Claims 


1 *7 1Q 




YES 




NONE 




NO 




Industrial Applicability (IA) Claims 

Claims 


1-7,19 




YES 




NONE 




NO 










2. 


CITATIONS AND EXPLANATIONS 









Claims 1-7 and 19 meet the criteria set out in PCT Article 33(2M*X because the prior art does not teach or fairly suggest the 
instantly claimed method which determines IgO anU HLA-DR as an indicator of transplant rejection. The article of ITESCU 
ET AL, cited in the search report was published after applicant's priority dates. The invention has industrial applicability by 
virtue of aiding in the identification of transplant recipients that are likely to reject transplanted organs. 



NEW CITATIONS 



NONE 
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